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DETAILED ACTION 

This Action is in response to the communication filed on 5/3/04. The amendment has 
been entered. Claims 1-15 have been cancelled. Claims 16-27 are currently pending in the 
application and are examined herein. 

Applicant's arguments are addressed on a per section basis. The text of those sections of 
Title 35, U.S. Code not included in this Action can be found in a prior Office Action. Any 
rejections not reiterated in this action have been withdrawn as being obviated by the amendment 
of the claims and/or applicant's arguments. 



Claim Rejections - 35 USC §102 

1 . The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

2. Claims 16-18 and 20-24 remain rejected and claims 26 and 27 are now rejected (in view 
of the amendment) under 35 U.S.C. 102(b) as being anticipated by US Patent 5,877,309 (McKay 
et al.), for the reasons of record, which are reiterated below for convenience. 

3. The instant claims are drawn to: 

A method for enhancing the intestinal absorption of a drug in an animal, comprising 
orally administering to said animal an oral formulation, comprising: 

(a) a first population of carrier particles comprising said drug and a bioadhesive 
compound; and 
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(b) a second population of carrier particles comprising a penetration enhancer (claim 16); 
wherein the animal can be a mammal (claim 17) or a human (claim 18); wherein the carrier 
particles are administered together (claim 20); wherein the drug is an oligonucleotide (claims 
21); wherein the penetration enhancer is the fatty acid capric acid (claim 22); wherein the 
bioadhesive is a polyacrylic polymer (claim 23); and wherein the oligonucleotide is an antisense 
oligonucleotide (claim 24). Claims 26 and 27 have been amended such that they encompass the 
method of claim 23 wherein the bioadhesive comprises a polyacrylic polymer (claim 26), 
wherein the bioadhesive further comprises a hydroxypropylmethylcellulose (HPMC) (claim 27). 

As previously indicated, McKay teaches a method which comprises administering to a 
human a composition comprising an antisense oligonucleotides as a drug, wherein the antisense 
oligonucleotide is comprised in a formulation which can comprise capric acid and polyacrylates 
(e.g., see: col. 20, lines 52-54, column 6, lines 29-65; col.22, lines 4-19; col. 23, lines 24-40; col. 
25, lines 1-7; and col. 28, lines 3-4). Furthermore, McKay teaches that the antisense drug 
composition can comprise hydroxypropylmethylcellulose and polyacrylates (e.g., see col. 23, 
lines 29-40). 

Response to Arguments 
Applicant's arguments filed 5/4/04 have been fully considered but they are not 
persuasive. Applicants argue that the claims require a first population of carrier particles 
comprising said drug and a bioadhesive compound and a second population of particles 
comprising a penetration enhancer (see p. 5 of the response). Applicants acknowledge that the 
McKay patent teaches a composition comprising polyacrylate and capric acid, but Applicants 
argue that the reference does not teach that the polyacrylate is part of a first population of carrier 



Application/Control Number: 09/935,316 Page 4 

Art Unit: 1635 

particles or that the capric acid is part of a second population of carrier particles, and therefore, 

applicants assert, the reference does not anticipate the claimed invention. 

In response, a careful analysis of the claims reveals that claim 16 is drawn to: 

A method for enhancing the intestinal absorption of a drug in an animal, comprising 

orally administering to said animal an oral formulation, comprising: 

(a) a first population of carrier particles comprising said drug and a bioadhesive 
compound; and 

(b) a second population of carrier particles comprising a penetration enhancer. 
Dependent claim 19 requires that the first and second population of carriers are 

administered in a separately, while claim 20 (which also depends of claim 16) requires that the 
first and second population of carrier particles are administered in a single dosage form. 
Therefore, claim 16 must encompass the drug composition wherein the carrier particles are 
administered in a single dosage form, as well as in separate dosages. To the extent that the 
instant claims encompass administering a single dosage form (which is described in the 
specification as the "preferred embodiment") the rejection is considered appropriate because the 
claim clearly encompasses a single dosage form of a composition comprising capric acid and 
polyacrylate and/or HPMC. As such, there is no limitation that the first and second population of 
carrier particles are separate, as appears to be the Applicants argument. To the extent that the 
single dosage form comprises the two populations of carrier particles, there is no indication that 
the two populations are separated in any way in the single dosage. As such, the composition 
taught by McKay appears to be identical in structure and function to the claimed composition. 
Therefore, to the extent that they read on a single dosage form of the composition, anticipate the 
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instant claims. It is acknowledged that McKay does not explicitly teach that the first and second 
populations of carrier particles are administered separately. Therefore, the rejection of claim 19 
under 32 USC 102 is withdrawn. 



Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

4. Claims 16, 21 and 25 remain rejected under 35 U.S.C. 103(a) as being unpatentable over 
US Patent 5,877,309 (McKay et al.), further in view of US Patent 5,514,788 (Bennett et al.), for 
the reasons of record which are reiterated below for convenience. 

It is noted that McKay teaches a method for enhancing the intestinal absorption of a drug 
in an animal, comprising orally administering to said animal an oral formulation comprising: (a) 
a first population of carrier particles comprising said drug and a bioadhesive compound; and (b) 
a second population of carrier particles comprising a penetration enhancer (claim 16); wherein 
the drug is an oligonucleotide (claims 21), and specifically where the drug is an antisense 
oligonucleotide, as previously indicated. 

McKay does not teach that the oligonucleotide has SEQ ID NO: 1 (claim 24). 

However, Bennett teaches an antisense oligonucleotide that exactly matches SEQ ID NO: 
1 of the instant claims (see SEQ ID NO: 22 in column 35 of Bennett) wherein the antisense 
oligonucleotide is contemplated for use in a method where it is administered to an animal (e.g., 
see abstract). 
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Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to modify the method taught by McKay such that the antisense 
oligonucleotide described by Bennett (which is SEQ ID NO: 1) was the oligonucleotide drug 
used in the method, with a reasonable expectation of success. 

The motivation to make the modification is provide in part by both McKay and Bennett. 
Specifically, McKay teaches a method for orally administering any therapeutic oligonucleotide 
to an animal and Bennett teaches a specific antisense oligonucleotide (that has SEQ ID NO: 1) is 
a therapeutic antisense oligonucleotide that can be administered to animals. 

Response to Arguments 

Applicant's arguments filed 5/4/04 have been fully considered but they are not 
persuasive. Similar to the arguments against the rejection of claims under 35 USC 102, 
Applicants argue that the instant claims are drawn to a method wherein the method encompasses 
administering a first population of carrier particles and a second population of carrier particles. 
Applicants assert that the cited reference does not teach a first and second population of carrier 
particles and therefore the reference is not applicable to the instant rejection. In response, as 
indicated above, the claims encompass administration of the first and second population of 
particles to a subject wherein the two populations of particles are administered in a single dosage 
form (which is described as the "preferred embodiement"). The cited reference teaches a method 
wherein a composition comprising all elements of claims are administered to a subject in a single 
dosage form. To the extent that the instant claims encompass administering a single dosage form 
(which is described in the specification as the "preferred embodiment") the rejection is 
considered appropriate because the claim clearly encompasses a single dosage form of a 
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composition comprising the claimed elements. As such, there is no limitation that the first and 
second population of carrier particles are separate, as appears to be the Applicants argument. To 
the extent that the single dosage form comprises the two populations of carrier particles, there is 
no indication that the two populations are separated in any way in the single dosage form. 
Therefore, the McKay reference is considered appropriate and the is applicable in the instant 103 
rejection. Therefore the rejection is not withdrawn. 

New Rejection 
Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 16 and 19 are rejected under 35 U.S.C. 103(a) as being unpatentable over US 
Patent 5,877,309 (McKay et al.). 

It is noted that the claims encompass a method wherein a first population of particles 
(bioadhesive) and a second population of particles (penetration enhancer) are administered to a 
subject. Claim 16 is broad and can encompass administering the two populations of carrier 
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particles in a single dosage form or separately. Claim 19 explicitly indicates that the two 
populations of carrier particles are administered separately. To the extent that the instant claims 
are drawn to administering the two populations of carrier particles separately, the instant 
rejection is appropriate. McKay teaches a method for enchancing the intestinal absorption of a 
drug comprising administering a bioadhesive (such as a polyacrylate) and a penetration enhancer 
(such as capric acid) wherein the bioadhesive and penetration enhancer are administered 
separately. Although McKay does not explicitly teach that the bioadhesive particles and 
penetration enhancer particles are administere separately, it is noted that it was know in the prior 
art (based on the disclosure in the specification) that: 

"While their specific mechanism of action is unknown, penetration enhancers are known 
to make the [GI] mucosal membrane more permeable to co- or subsequently administered drugs. 
Indeed, studies have shown that such drugs may be administered to up to one hour after the 
instillation of selected penetration enhancers with almost equivalent uptake." (see p. 2 of the 
specification (lines 4-8). 

As such, it was well known in the art that the penetration enhancer and the bioadhesive 
particles can be administered separately, up to one hour apart and still deliver the drug to the 
cells. 

Therefore it would have been prima facie obvious to one of ordinary skill in the art, at the 
time of filing to modify the teaching of McKay such that the two populations of particles (the 
bioadhesive and the penetration enhancers) were administered separately, with a reasonable 
expectation of success. 
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Since it was known in the art that the penetration enhancer and bioadhesive could be 

administered separately without significantly decreasing the effectiveness of the method, it 

would have been a matter of preference or a matter of routine optimization of the method. 

Regarding routine optimization, as noted in In re Alter \ 105 USPQ 233 at 235, 

More particularly, where the general conditions 
of a claim are disclosed in the prior art, it is 
not inventive to discover the optimum or workable 
ranges by routine experimentation. 

Routine optimization is not considered inventive and no evidence has been presented that 

the separate administration of the bioadhesive particles and penetration enhancers was other than 

routine, that the results from the optimization have any unexpected properties, or that the results 

should be considered unexpected in any way as compared to the closest prior art. 

Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jon Eric Angell whose telephone number is 571-272-8656. The 
examiner can normally be reached on Mon-Fri, with every other Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, John LeGuyader can be reached on 571-272-0756. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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